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[57] ABSTRACT 
The present application discloses herbicidal substituted 
phenyl-l,2,4-Triazol-5(lH)-thiones and -ones, herbi 
cidal compositions containing these compounds, meth 
ods of preparing them, and methods for controlling 
undesired plant growth by preemergence and/or post 
emergence application of the herbicidal compositions to 
the locus where control is desired. The herbicidal com 
pounds are compounds of the formula 

“Aminomethylation of, etc” 

w 
ll 

ILZ 31R 
wherein: 
Ar is selected from 

R2 R3 
N R7 

/ 
, R4, and N ; 

\ 
R8 

R R5 

R is selected from haloalkyl; 
R1 is selected from alkyl; 
R2 is selected from hydrogen, halogen, alkyl, haloalk 

oxy, haloalkyl, alkoxy, alkynyl, alkylthio, nitro, 
amino and cyano; 

R3 is selected from hydrogen, halogen, alkyl, alkoxy, 
alkynyl, nitro, amino, mono- or disubstituted 
amino, cyano and hydroxy; 

R3is selected from hydrogen, halogen, alkyl, alkoxy, 

(Abstract continued on next page.) 
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alkynyl, nitro, amino, mono- or disubstituted 
amino, cyano and hydroxy; 

R4 is selected from hydrogen, halogen, alkyl, alkenyl, 
alkynyl, trimethylsilylalkynyl, cyano, nitro, amino, 
haloalkyl, mono- or disubstituted amino, tetralk 
ylammonium halide, hydroxy, alkoxy, phenoxy, 
benzyl, benzyloxy, alkylthio, alkylsulfonyl, alkyl 
carbonyl, phenylcarbonyl, pyrrolidinyl, piperidi 
nyl, morpholinyl, alkylthioalkoxy, vinyloxy, alkyl 
vinyloxy,v halovinyloxy, allyloxy, cycloalkylalk 
oxy, cycloalkoxy, and haloalkoxy; 

R5 is selected from hydrogen, halogen, alkyl, alkoxy, 
haloalkoxy and haloalkyl; or ’ 

R3and R4 or R4 and R5 may be joined to form 

R6 is selected from hydrogen, halogen, alkyl and 
alkylthio; 

R7 and R8 are alkyl, not necessarily the same; and 
W is selected from S and O. 

15 Claims, No Drawings 
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HERBICIDAL SUBSTITUTED 
PHENYL-1,2,4-TRIAZOL-5(1H)-THIONES 

This application is a continuation of application Ser. 
No. 680,771, ?led Apr. 1, 1991, now abandoned, which 
is a continuation of application Ser. No. 477,773, ?led 
Feb. 9, 1990, now abandoned. 
The invention described in this application pertains to 

weed control in agriculture, horticulture, or other ?elds 
where there is a desire to control unwanted plant 
growth. More speci?cally, the present application de 
scribes novel herbicidal substituted-phenyl-1,2,4 
triazol-5(lH)-thiones and -ones, herbicidal compositions 
containing the new compounds, methods of preparing 
these compounds, and methods for controlling unde 
sired plant growth by preemergence and/or postemer 
gence application of the herbicidal compositions to the 
locus where control is desired. The present compounds 
may be used to effectively control a variety of both 
grassy and broadleaf plant species. 
A number of 1,2,4-triazol-thiones and -ones are 

known in the art. French Patent Application 2,546,887, 
published Dec. 7, 1984, for example, discloses (as re 
ported in Derwent Abstracts, accession no. 
85-020678/04) pesticidal triazol-3-thiones of the For 
mula 

wherein R‘ is alkyl or aryl, and R2 is aryl, benzyl, 2 
hydroxyethyl, anilino or aroylamino. 
Belgium Patent Application 802,530, published Jan. 

21, 1974, discloses (as reported in Derwent Abstracts, 
accession no. 0724OV/05) insecticidal and acaricidal 
compounds of the Formula 

where R6 is R4 or ——CH2—X—P(Y)R1R2, R8 is R5 or 
—CH2——X—P(Y)R 1R2, only one of R6 and R8 is —CH 
2-—-X—P(Y)R1R2, R7 is R3 and is FgCCl or l-6C 
?uoroalkyl when R8 is R5, X, Y and Z are 0 or S and Z 
is 0 when R8 is R5, R1 is 1-4C-alkyl, (1-4C-a1kyl)amino 
or l-4C-alkoxy, R2 is l-4C-alkyl, (l-4C-alkyl)amino, 
l-4C-alkoxy or Ph, R3 and R4 are each l-6C-alkyl or 
3—8C-cycloalkyl and are 3-4C-alkenyl when R6 is R4, 
R5 is 1-6C-alkyl, 3-8C-cycloalkyl or phenyl optionally 
substituted by halogen or methyl. 

U.S. Pat. No. 3,922,162, issued Nov. 25, 1975, dis 
closes herbicidal compounds of the Formula 

0 
ll X” 

5 

20 

30 

35 

40 

45 

65 

2 
wherein R is alkyl, X is selected from the group consist 
ing of alkyl, alkoxy, alkylthio, halogen, haloalkyl, and 
nitro, and n is an integer from 1 to 3. 

Belgium Patent Application 876,557, published Nov. 
26, 1979, discloses (as reported in Derwent Abstracts, 
accession no. 85976B/48) fungicidal compounds of the 
Formula 

wherein R1 is H or R2, R2 is cycloalkyl or l-6C alkyl, or 
R1 and R2, together with the triazoline ring,-form a 
spiran optionally substituted by methyl in the l and 3 
positions, R3 is 1-6C-alkyl, phenyl, phenyl substituted 
by 1-3 alkyl groups or N01, and X is O or S, provided 
that when X=O, then R4H, phenyl or phenyl substi 
tuted by 1~3 halogens, and when X= S, then R‘: l-6C 
alkyl, phenyl or phenyl substituted by 1-3 halogens. 

Grashey et al., Chem-Ztg., Vol. 100(11), p. 496 (1976) 
discloses (as reported in Chemical Abstracts, on-line 
registry no. 13136-33-9) 2,4-dihydro-5-methyl-2,4— 
diphenyl-3H-1,2,4-triazol-3-thione, a compound of the 
Formula 

S 
ll 
/\ 

N N and 

Q / 9 ~ 
Me 

2,4-dihydro-4,S-diphenyl-Z-(phenylmethyl)-3H-1,2,4 
triazole-3-thione, a compound of the Formula 

These compounds appear (based on Chemical Ab 
stracts, accession no. CA86(l9):139948j) to be interme 
diates in disclosed synthesis processes. 

Lanquist, J. Chem. Soc. C. (2), pp. 323-4 (1970) dis 
closes (see also Chemical Abstracts, on-line registry no. 
25976-834) as an intermediate l,3-dimethyl-4‘phenyl 
AZ-1,2,4-triazolin-5-thione, a compound of the Formula 
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Me 

I 1 S \ 

(E 5 *’ 1“ NJ N 
/ \\5 

Me 

Abdel-Fattah et al., Egypt. J. Chem, Vol. 27(3) pp. 10 

321-8 (1985) discloses (as reported in Chemical Ab 
stracts on-line registry no. 54559-49-8) 4,5-dihydro-3,4 

diphenyl-S-thioxo-1H-1,2,4-triazol-l-propanenitrile, a 

compound of the Formula 

puzcnzcN 
20 

S N 
Y \ N 

/ 
N 

25 

30 

This compound appears (based on Chemical Abstracts, 

accession no. CA:105(25):226455a) to be the product of 35 

a reaction involving 1,2,4-triazol-5-thiones. 
Khripak et al., Khim. Geterosikl. S0edin., (7), pp. 

1000-2 (1975) discloses (as reported in Chemical Ab 

stracts on-line registry no. 56807-56-8) 2,4-dihydro-2- 40 

(hydroxymethyl)-4,-5-diphenyl-3H-1,2,4-triazol-3 
thione, a compound of the Formula 

45 

(lIHZOH 
5 N 
Y \ N 

N / 
5O 

55 

This compound appears (based on Chemical Abstracts, 60 

accession no. CA83(17):147418q) to bethe product of a 

reaction involving 1,2,4-triazo1-5-thiones. 
Giudicelli et al., Bull. Soc. Chim. Fr., (3), pp. 870-4 

(1969) discloses (as reported in Chemical Abstracts 65 
on-line registry no. 960-57-6) 1-methyl-3,4-dipheny1-A2 

l,2,4-triazoline-5-thione, a compound of the Formula 

German Patentschrift 160,447, published Aug. 3, 
1983 discloses herbicidal 1,2,4-triazolin-5-ones of the 
Formula 

wherein R1 and R2 are each H or optionally substituted 
alkyl, aryl, aralkyl, or cycloalkyl, where typical substi 
tutions are one or more of halo, hydroxy, amino (op 
tionally substituted by alkyl and/or aryl), alkoxy, aryl 
oxy, alkylthio or arylthio. 
The herbicidal compounds of the present invention 

are compounds of Formula I 

w 1 
ll 

12:13 R, 

wherein: 
Ar is selected from 

R2 R3 
N R7 

C) ’ R4, and N ; 
\ 

R8 

R R5 

R is selected from haloalkyl; 
R1 is selected from alkyl; 
R2 is selected from hydrogen, halogen, alkyl, haloalk 

oxy, haloalkyl, alkoxy, alkynyl, alkylthio, nitro, 
amino and cyano; 

R3 is selected from hydrogen, halogen, alkyl, alkoxy, 
alkynyl, nitro, amino, mono- or disubstituted amino, 
cyano and hydroxy; ' 
R4 is selected from hydrogen, halogen, alkyl, alkenyl, 

alkynyl, trimethylsilylalkynyl, cyano, nitro, amino, hal 
oalkyl, mono- or disubstituted amino, tetralkylam 
monium halide, hydroxy, alkoxy, phenoxy, benzyl, ben 
zyloxy, alkylthio, alkylsulfonyl, alkylcarbonyl, phenyl 
carbonyl, pyrrolidinyl, piperidinyl, morpholinyl, alkyl 
thioalkoxy, vinyloxy, alkylvinyloxy, halovinyloxy, a1 
lyloxy, cycloalkylalkoxy, cycloalkoxy, and haloalkoxy; 
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R5 is selected from hydrogen, halogen, alkyl, alkoxy, 
haloalkoxy and haloalkyl; or 

R3 and R4 or R4 and R5 may be joined to form 

R6 is selected from hydrogen, halogen, alkyl and 10 
alkylthio; 

R7 and R8 are alkyl, not necessarily the same; and 
W is selected from S and 0. 
As used herein, the term halogen, employed alone or 

in combination with other terms, denotes a species se- 15 
lected from the group consisting of chlorine, ?uorine 
and bromine. 

It is often preferable that any alkyl group or alkyl 
portion of any group herein have 1-6 carbon atoms, and 
that any alkenyl or alkynyl group or alkenyl or alkynyl 20 
portion of any group herein have 3-6 carbon atoms. 
A preferred subgenus of this invention comprises the 

compounds of Formula I in which: 
R is ?uoroalkyl, most preferably CF3; 
R1 is CH3; ' ~ 25 

W is S; and 
Ar is 

R2 3 R 30 

R4; 

R R5 35 

wherein: 
R2 is halogen, alkyl, haloalkyl or haloalkoxy, more 

preferably haloalkoxy, most preferably OCHFZ; 
R3is hydrogen, halogen or alkyl, more preferably 40 

halogen, most preferably F or C]; 
R4 is alkoxy, vinyloxy, cycloalkoxy or mono- or di 

substituted amino, more preferably cycloalkoxy or 
alkoxy, most preferably cyclobutoxy or isopro 
poxy; or 45 

R5is halogen, alkyl or haloalkoxy, most preferably 
difluoromethoxy; and 

R6is preferably hydrogen or halogen, more prefera- 50 
bly halogen, most preferably F, C1. 

Speci?c embodiments exhibiting particularly effec 
tive weed control at low preemergence and/or post 
emergence application rates and/or showing a selectiv 
ity particularly favorable to certain crop plants include 55 
compounds of the Formula 

65 
wherein: 
R is CF3, R2 and R5 are C1, R3 and R6 are H, and R4 

is 

6 

R is CF3, Rzand R5are Cl, R3 and R6 are H, and R4 is 
NH (CH2CH3); 

R is CF3, R2 is SCH3, R3 and R6 are H, R4 is OCH 
(cum, and R5 is 01; 

R is CF3, R2 is Cl ,R3, R5 and R6 are H, and R4 is N 
(CH2CH3)2; 

R is CF3, R3, R5 and R6 are H, and R4 is N(CH2CH3) 
(CH2CFs) ; 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is OCHzCHzBr; , 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is 

0O 
R is CF3, R2 is OCHFZ, R3 and R6 are H, R4 is OCH 

(CH3);, and R5 is Cl; 
R is CF3, R2, R3, R5, and R6 are F, and R4 is N 

(CHs)2; 
R is CF34, R2, and Rs are Cl, R3 and R6 are H, and R4 

is OCHICFZ; 
R is CF3, R2 is F, R3 and R6 are H, R4 is N.(CHZCH3)Z, 
and R5 is Cl; 

R is CF3, R2, R3, R5, and R6 are F, and R4 is N 
(CH2CHJ)2; 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is QC (CH3)3; 

R is CF3, R2 is Cl , R3 and R6 are H, R4 is 
OCH(CH3)2, and R5 is CH3; 

R is CF3, R2 is F, R3 and R6 are H, R4 is OCH3, and 
R5 is cl 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is OCHzCHZCHz; 

R is CF3, R2 and R5 are C], R3 and R6 are H, and R4 
is N (CH2CH3)2; 

R is CF3, R2 and R5 are Cl, R3 is NHZ, R4 is OCH 
(CH3);, and R6 is H; 

R is CF3, R2 is F, R3 and R6 are H, R4 is OCH(CH3)2, 
and R5 is Cl; 

R is CF3, R2 and R5 are Cl, R3 are R6 are H, and R4 
is 0CH2CH2CH3; 

R is CF3, R2 and R5 are Br, R3 and R6 are H, and R4 
is OCH(CH3)2; 

R is CHF2, R2 and Rs are Cl, R3 and R6 are H, and R4 
is OCH(CH3)2; 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is OCH2CH3; 

R is CF3, R2 is Cl , R3 and R4 are joined to form 
——C(O)C(CH3)2O—, R5 is OCHFZ, and R6 is H; 

R is CF3, R2 is Cl, R3 and R6 are H, R4 is CCH 
(CH3)2, and R5 is OCHFg; 

R is CF3, R2 is Cl , R3 and R4 are joined to form 
-—CH2C(CH3)0—, R5 is OCHFZ, and R6 is H; 

R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is OCH (CI-13);; 

R is CF3, R2 and R5 are Cl, R3 and R4 are joined to 
form —CH2C(CH3)20—, and R6 is H; 

R is CF3, R2 and R5 are Cl, R3 and R4 are joined to 
form -—C(O)C(CH3)2O—-, and R6 is H; 
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R is CF3, R2 and R5 are Cl, R3 and R6 are H, and R4 
is OCH=CH2. 

The compounds of this invention may be prepared by 
following the procedures described below, or by meth 
ods analogous or similar thereto and within the skill of 5 
the art. These procedures are not intended to limit the 
scope of the appended Claims. 

Method A 

R2 R3 10 

w 

H N ' R4 IICI IGCHCIS 1 + C c K2CO3/H2O 

' 15 

R R5 
(I) 

R2 R3 

c H on 20 
WCN R4 + R‘NHgNH; % 

R R5 
(II) 25 

R1 R3 

I to] 
HQNNCN R4 + (RCO)ZO —£> 3 

R1 H 0 

R R5 
(III) 

R2 R3 
w 35 

/H\ 
R1—-N N R4 

I 
N % 

RR R5 40 
(IV) 

Following Method A, an appropriately substituted 
aniline (I) may be treated with thiophosgene (W=S) in 
chloroform in the presence of potassium carbonate and 
water to produce the substituted phenyl isothiocyanate, 
(II). Alternatively, aniline (I) may be treated with phos 
gene (W =0) in chloroform to produce the phenyl 
isocyanate, (II). The reaction of (II) with the appropri 
ate hydrazine, e.g., methylhydrazine, in ethanol (for 
W=S) or toluene (W =0) produces the 4~(substituted 
phenyl)-2-methyl-3-thiosemicarbazide, or -semicarba 
zide, (III). The treatment of (III) with the appropriate 
anhydride, e.g., tri?uoroacetic anhydride, in toluene 
yields the corresponding 3-substituted-4,5-dihydro-1 

45 

50 

Following Method B, an appropriately substituted 
4,S-dihydro-4-(nitrophenyl)-l,2,4-triazol-5(lH)-thione, 
(IV, R4=—NO2) may be reduced with iron powder in 

8 
dilute hydrochloric acid and ethanol to produce the 
corresponding 4-aminophenyl-4,S-dihydro-1,2,4 
triazol-5(lH)-thione, (IV, R4=—NH2). Subsequent 
reaction of (IV, R4=—NI-I2) with an alkyl halide, e.g., 
ethyl iodide, and sodium bicarbonate in acetonitrile 
produces appropriately substituted 4-(mono- and dial 
kyl aminophenyl)-4,S-dihydro-l,2,4-triazol-5(1H) 
thione, (IV, R4=-NH(alkyl) or R4=--N(alkyl)2). 

Following Method C, the reaction of appropriately 
substituted 4,5~dihydro-4-(3-methylcarbonylphenyl) 
l,2,4-triazol-5(1H)-thione, (IV, R3=——C(O)CH3), with 
methyltriphenylphosphonium bromide and n-butylli 
thium in tetrahydrofuran produces the corresponding 
4,5-dihydro-4-[3-(l-methylethenyl)phenyl]-1,2,4 
triazol-5(lH)-thione, (IV, R3=—C (CI-I3)=CHZ) . 

Method D 

0 N.I-lCl 

Following Method D, the treatment of an appropri 
ately substituted 4-(ethoxyphenyl)-4,S-dihydro-l,2,4 
triazol-5(lI-I)-thione, (IV, R4=—OCH2CH3), with pyr 
idine hydrochloride and heat produces the correspond 
ing 4-(hydroxyphenyl)-4,S-dihydro-l,2,4-triazol-5(lH) 
thione, (IV, R4=—OH). The reaction of 4-(hydroxy 
phenyl)-4,5-dihydro-1,2,4-triazol-5(1H)-thione, (IV, 
R4=—OH), with an alkyl halide, e.g., iodopropane, and 
potassium carbonate in N,N-dimethylformamide yields 
the corresponding 4,5-dihydro-4-(alkoxyphenyl)-1,2,4 
triazol-5(lI-I)-thione, (IV, R4=—-OC3H7). 

Method E 

H 
N 

Following Method E, heating a mixture of an appro 
priately substituted compound, (IV, W=S, R4=F), 
with a cyclic amino compound such as pyrrolidine, 
yields the corresponding 4,5-dihydro-4-(pyrrolidin-l 
yl)-phenyl- l ,2,4-thiazol-5(l H)-thione, (IV, 
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Method F 

(IV, R‘ = I) + CuCEC ————> 

N 

(W, R4 = -CEC ). 

Following Method F, the reaction of an appropri 
ately substituted 4~(aminophenyl)-4,S-dihydro-1,2,4- 2° 
triazol-5(lH)-thione, (IV, R4=—NH1), prepared as 
described in Method B) with sodium nitrite and potas 
sium iodide in dilute‘ sulfuric acid produces the corre 
sponding 
5(lH)-thione (IV, R4=I). Subsequent reaction of 4 
(iodophenyl)-4,S-dihydro-l,2,4-triazol-5(lH)-thione, 
(IV, R4=I), with copper (I) phenylacetylide in pyridine 
yields the substituted 4-(phenylethynylphenyl)-4,5- 3O 
dihydro-l,2,4-triazol-5(1H)-thione, (IV, R4=—C-=_ 
C-—C6H5). The process described in this latter step is 
described in Stevens et al., J. Org. Chem, Vol. 28, pp. 
3313-3315 (1963). 

(IV, R4 = —CECH) 

Following Method G, the reaction of a substituted 
4-(iodophenyl)-4,S-dihydro-l,2,4-triazol-5(lH)-thione, 
(IV, R4=I, prepared as described in Method F), with 
(trimethylsilyl) acetylene and a catalytic amount of 
bis-(triphenylphosphine) palladium (II) chloride and 
copper (I) iodide in a mixture of triethylamine and ace 
tonitrile produces the substituted 4-(trimethylsilyle 
thynylphenyl)-4,S-dihydro-l,2,4-triazol-5(1H)-thione 
(IV, R4=—CECSi(CI-l3)3). Treatment of the resultant 
compound, (IV, R4=—C_=_CSi(CH3)3), with tet 
rabutylamrnonium ?uoride in tetrahydrofuran yields 
the substituted 4-(ethynylphenyl)-4,S-dihydro-1,2,4 
triazol-5(lI-I)-thione, (IV, R4=—-CECH). 
A variety of substituted aniline compounds (I) are 

commercially available. However, in those cases where 
an aniline starting material (I) having the desired substi 
tutions is not available through commercial sources, one 
of the following processes may be employed. 

4-(iodophenyl)-4,S-dihydro-l,2,4-triazol- 25 

10 

Intermediate Method 1 

F CH3 

5 

NR2 + —> 

F. C) 

F 

CH3 

F 

(V) 

F 

OZN© CH3 
F 

(VI) 

HNO3, NaNOz 
(v) CH3CO2H, H20 9 

F 

H2504, H2O 
(V1) -—-——-——>, 021s NH; 

F (v11) 

F 

o 
(cnacoho, DMAP ll 

(vu)—CH2ET————>0zN NH c-cn; 

F (VIII) 

F 

(CI-13);, S.BH3 
(VIII) T) OzN NH(C2H5) 

F (IX) 

F 

(CH3CO)20 
(Ix) W OZN YI‘KC2Hs) 

coca; 
F 

(X) 

F 

(cums-EH3 
(X) T-é 02N N(C2Hs)z 

F 
(XI) 
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-continued 
Intermediate Method 1 

F 

PtOz, H1 
(XI) CZHSOH “2N N(C2Hs)2 

F (XII) 

Following Intermediate Method 1, a substituted ani 
line, for example 2,5-difluoroaniline, may be reacted 
with 4-methylphenylsulfonyl chloride in pyridine to 
form N-(4-methylphenylsulfonyl)-2,S-di?uoroaniline, 
(V). Nitration of (V) with sodium nitrite in nitric acid, 
acetic acid and water produces N-(4-methylphenylsul 
fonyl)-2,5-di?uoro-4-nitroaniline, (VI). The reaction of 
(VI) with aqueous sulfuric acid yields 2,5-difluoro-4 
nitroaniline, (VII). Subsequent reaction of (VII) with 
acetic anhydride and a small amount of dime 
thylaminopyridine (DMAP) in methylene chloride pro 
duces N-(2,5-difluoro-4-nitrophenyl)acetamide (VIII). 
Treatment of (VIII) with a borane/dimethyl sul?de 
complex in tetrahydrofuran yields N-ethyl-2,5-di?uoro 
4-nitroaniline, (IX). Repeating the previous two steps, 
the reaction of (IX) ?rst with acetic anhydride (to pro 
duce N-(2,5-di?uoro-4-nitrophenyl)-acetamide, (X)) 
followed by treatment with a borane/dimethyl sul?de 
complex yields N,N-diethyl-2,5-difluoro-4-nitroaniline, 
(XI). Hydrogenation of (XI) with platinum oxide in 
ethanol produces the desired 2,5-di?uoro-4-die 
thylaminoaniline, (XII). 

Intermediate Method 2 

Following Intermediate Method 2, the reaction of 
2,S-dichloro-4-nitroaniline with acetic acid, sulfuric 
acid and hydrogen peroxide produces 2,6-dichloro-l,4 
dinitrobenzene, (XIII). Heating the resultant compound 
(XIII) in diethylamine produces 2,6-dichloro-4 
nitrophenyl-N,N-diethylaniline, (XIV). Subsequent hy 
drogenation of (XIV) with platinum oxide in ethanol 
provides 3,5-dichloro-4-diethylaminoaniline, (XV). 
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Intermediate Method 3 

O C2I'I5 
H CH3COC2I-I5 X 

0 P205 5 
CHZCIZ 0 CH3 

OH (XVI) 

’ HNO 0 CZHS 
3 

GM) H1504 9 X 
CI-IgCl; OZN 0 CH3 

(XVII) 

PtO H O CZHS 
21 2 

(XVII) CgHgOl-I 9 X 
H'ZN 0 CH3 

(xvm) 

Following Intermediate Method 3, the reaction of 
catechol with Z-butanone and phosphorus pentoxide in 
methylene chloride produces 2-ethyl-2-methyl-1,3-ben 
zodioxole, (XVI). Nitration of (XVI) with nitric and 
sulfuric acid in methylene chloride yields 2-ethyl-2 
methyl-S-nitro-l,3-benzodioxole, (XVII). Subsequent 
hydrogenation of the compound (XVII) with platinum 
oxide in ethanol produces 5-amino-2-ethyl-2-methyl 
1,3-benzodioxole, (XVIII). 

Intermediate Method 4 

OgN NH; + BrCHgCI-IgBr Na“ DMF 

OH 

0) 
(XX) 

O 

(XXI) 

Following Intermediate Method 4, the reaction of 
2-hydroxy-4-nitroaniline with sodium hydride and 1,2 
dibromoethane in N,N-dimethylformamide produces 
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2,3-dihydro-7-nitro-l,4~benzoxazine, (XIX). The reac 
tion of (XIX) with sodium hydride and 2-iodopropane 
in N,N-dimethylformamide yields 2,3~dihydro-4-(l 
methylethyl)-7-nitro~1,4-benzoxazine, (XX). Hydroge 
nation of (XX) with platinum oxide yielded (XXI). 5 

Intermediate Method 5 

N 

(XXIII) 

Following Intermediate Method 5, the reaction of 25 
2-chloro-5-nitropyridine, (XXII) with diethylamine 
produces 2-diethylamino-5-nitropyridine, (XXII). The 
reduction of this compound (XXII) with iron powder in 
aqueous hydrochloric acid and ethanol yields S-amino 
Z-diethylaminopyridine, (XXIII). 

Preparation of compounds of the invention is further 
illustrated by the following Examples. These Examples 
are not intended to limit the scope of the appended 
Claims. 

30 

35 
EXAMPLE 1 

4-(4-DIETHYLAMINOPHENYL)-3-TRI 
FLUOROMETHYL-l-(2-HYDROXYETHYL)-4,5 

DIHYDRO-1,2,4-TRIAZOL-5(lH)-THIONE 
Step A 

4-(41Diethylaminophenyl)-2-(2-hydroxyethyl)-3-thi 
osemicarbazide 

To a stirred solution of 5.0 g (0.024 mole) of 4-die 
thylaminophenyl isothiocyanate in 200 ml of ethanol 
was added 2.45 g (0.0290 mole) of 2-hydroxyethylhy 
drazine. The reaction mixture was stirred at room tem 
perature for approximately 24 hours. The mixture was 
evaporated to dryness under reduced pressure to yield 
7.3 g of a solid containing 4-(4-diethylaminophenyl)-2 
(2-hydroxyethyl)-3-thiosemicarbazide. The nmr spec 
trum was consistent with the proposed structure con 
taminated with asmall amount of Z-hydroxyethylhydra 
zine. 

45 

50 

Step B 4-(4-Diethylaminophenyl)-3J 55 
tri?uoromethyl-l-(2-hydroxyethyl)-4,S-dihydro-1,2,4 

triazol-5( lH)-thione 
A solution of 3.0 g (0.010 mole) of 4-(4-diethylamino 

phenyl)-2-(2-hydroxyethyl)-3-thiosemicarbazide and 
2.52 g (0.0120 mole) of tri?uoroacetic anhydride in 250 
ml of toluene was stirred at room temperature for ap 
proximately 24 hours. The reaction mixture was neu 
tralized with an aqueous sodium bicarbonate solution. 
The aqueous phase was extracted with ethyl acetate, 
and the organic phases were combined. The combined 
organic phase was dried over anhydrous magnesium 
sulfate and was ?ltered. The ?ltrate was evaporated 

65 
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under reduced pressure, leaving a residue. This residue 
was puri?ed by column chromatography to yield 0.5 g 
of 4-(4-diethylaminophenyl)-3-tri?uoromethyl-l-(2 
hydroxyethyl) -4,5-dihydro-l,2,4-triazol-5(lH)-thione 
as an oil, Compound 171 of Table 1. The nmr and mass 
spectra were consistent with the proposed structure. 

EXAMPLE 2 

4-(2-CHLORO-4-DIETHYLAMINOPHENYL)-3 
TRIFLUOROMETI-IYL~4,S-DIHYDRO-l-METH 

YL-l,2,4-TRIAZOL-5(1H)-TI-IIONE AND 
4-(2-CHLORO-4-ETHYLAMINOPHENYL)-3-TRI 
FLUOROMETHYL-4,S-DIHYDRO-l-METHYL 

l,2,4-TRIAZOL-5(lH)-THIONE 
Step A 

4-(2-chloro-4-nitrophenyl)-2-methyl-3-thiosemicarba 
zide 

To a stirred solution of 60.0 g (0.280 mole) of 2 
0 chloro-4-nitrophenyl isothiocyanate in 500 ml of etha 

nol was added 12.9 g (0.280 mole) of methylhydrazine. 
This mixture was heated and was stirred at 65° C. for 
approximately 18 hours. The mixture was then heated 
to re?ux and was cooled. A solid had formed and was 
collected by ?ltration. The ?lter cake was rinsed with 
aqueous ethanol and was dried under reduced pressure 
to yield 59.0 g of 4-(2-chloro-4-nitrophenyl)-2~methyl-3 
thiosemicarbazide, mp l64°-l67° C. The nmr spectrum 
was consistent with the proposed structure. 

Step B 
4-(2-chloro-4-nitrophenyl)-3-trifluoromethyl-4,5-dihy 

dro-l-methyl-l ,2,4-triazol-5(lH)-thione 
To a stirred mixture of 58.6 g (0.225 mole) of 4~(2-. 

chloro-4-nitrophenyl) -2-methyl-3-thiosemicarbazide in 
250 ml of toluene was added 56.7 g (0.270 mole) of 
tri?uoroacetic anhydride. The resulting slurry became 
exothermic to the point of re?ux and was allowed to 
cool slowly to room‘temperature. This mixture was 
stirred at room temperature for approximately 18 hours 
during which time a solution formed. This organic solu 
tion was neutralized by washing with an aqueous 10% 
sodium hydroxide solution. The washed organic phase 
was dried over anhydrous magnesium sulfate and was 
filtered. The ?ltrate was evaporated under reduced 
pressure, leaving a residue. This residue was extracted 
with ethyl acetate, leaving 65.8 g of a solid. This solid 
was stirred in 900 ml of ethanol. The mixture was 
heated at reflux and then was ?ltered hot to remove 
insoluble material. The ?ltrate was allowed to cool 
slowly, and a small amount of water was added to the ' 
ethanol to initiate crystallization. The crystalline mate 
rial was collected by ?ltration to yield 25.6 9 of 4-(2 
chloro-4-nitrophenyl)-3-tritluoromethyl-4,S-dihydro-1 
methyl-l, 2,4-triazol-5(lH)-thione, mp l52°—l55° C., 
Compound 93 of Table l. The nmr spectrum was con 
sistent with the proposed structure. An additional 6.0 g 
of product was obtained by puri?cation of the mother 
liquor by column chromatography. 

Step C 
4-(4-Amino-2-chlorophenyl)-3-tri?uoromethyl-4,5 

dihydro-l-methyl-l,2,4-triazol-5(1H)-thione 
To a stirred mixture of 18.8 g (0.0337 mole) of iron 

powder in 400 ml of concentrated hydrochloric acid, 20 
ml of water, and 300 ml of ethanol was added slowly 
28.5 g of 4-(2-chloro-4-nitrophenyl)-3-tri?uoromethyl 
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4,5-dihydro-l-methyl-1,2,4-triazol-5(lH)-thione. This 
mixture was heated at re?ux for eight hours and then 
was cooled to room temperature and stirred for approx 
imately 18 hours. The mixture was heated to re?ux and 
was ?ltered hot. The ?lter cake was washed with meth 
ylene chloride. The wash and the ?ltrate were com 
bined, and the solvents were removed by evaporation 
under reduced pressure, leaving a residue. This residue 
was puri?ed by column chromatography on silica gel, 
eluting with diethyl ether to yield 23.4 g of 4-(4-amino 
2-chlorophenyl)-3-tri?uoromethyl-4,S-dihydro-l-meth 
yl-l,2,4-triazol~5(lH)-thione as a solid, mp l45°-147° C., 
Compound 94 of Table 1. The nmr spectrum was con 
sistent with the proposed structure. 

Step D 
4»(2-chloro-4-diethylaminophenyl)-3-tri?uoromethyl 
4,5-dihydro-l-methyl-l,2,4-triazol -5(l1-1)-thione and 
4-(2-chloro-4-ethylaminophenyl-3-tri?uoromethyl-4,5 

dihydro -l-methyl-l,2,4-triazol-5(11‘I)-thione 
To a stirred solution of 3.5 g (0.011 mole) of 4-(4 

amino-2-chlorophenyl)-3-tri?uoromethyl-4,S-dihydro 
l-methyl-l,2,4-triazol-5(lH)-thione in a 100 ml of aceto 
nitrile were added in succession 2.9 g (0.034 mole) of 
sodium bicarbonate and 3.7 g (0.024 mole) of iodoe 
thane. The reaction mixture was heated at re?ux for 
approximately 18 hours. An additional 1.8 g (0.011 
mole) of iodoethane was added, and the reaction was 
stirred at room temperature for two days. The mixture 
was cooled, and the solvent was evaporated under re 
duced pressure, leaving a residue. Water was added to 
the residue, and the mixture was extracted with methy 
lene chloride. The organic extract was dried over anhy 
drous magnesium sulfate and was ?ltered. The ?ltrate 
was evaporated under reduced pressure, leaving a resi 
due. This residue was puri?ed by column chromatogra 
phy to produce two fractions. The ?rst fraction yielded 
0.5 g of 4-(2-chloro-4-diethylaminophenyl) -3-tri 
?uoromethyl-4,5-dihydro-l-methyl-l,2,4-triazol-5(1H) 
thione as a solid, mp lO8°-ll0° C., Compound 98 of 
Table l. The second fraction yielded 1.5 g of 4-(2 
chloro-4-ethylaminophenyl)-3-tri?uoromethyl-4,5 
dihydro-l-methyl-1,2,4-triazol-5(1H)-thione as a solid, 
mp 87°-90° C., Compound 96 of Table 1. 

EXAMPLE 3 

3-TRIFLUOROMETHYL-4,S-DIHYDRO- l -METH 
YL-4-[3-(l-METHYLETHENYL)PHENYL]-l,2,4 

TRIAZOL-5( lH)-THIONE 
Step A 

2-Methyl-4»(3-methylcarbonylphenyl)-3-thiosemicarba 
zide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 20.0 g (0.113 mole) 
of 3-methylcarbonylphenyl isothiocyanate and 5.21 g 
(0.113 mole) of methylhydrazine in 150 ml of ethanol 
yielded 19.9 g of 2-methyl-4~(3-methylcarbonylphenyl) 
3-thiosemicarbazide as a solid, mp 125°—127° C. The 
nmr spectrum was consistent with the proposed struc 
ture. 

Step B 
3-Tri?uoromethyl-4,S-dihydro-1-methyl-4-(3-methyl 

carbonylphenyl)-1,2,4-triazol-5(lH)-thione 
A mixture of 19.4 g (0.0871 mole) of 2-methyl-4-(3 

methylcarbonylphenyl)-3-thiosernicarbazide and 36.6 g 
(0.174 mole) of tri?uoroacetic anhydride in 150 ml of 
toluene was stirred at room temperature for approxi 
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mately 18 hours. The reaction mixture was neutralized 
with an aqueous, 10% sodium hydroxide solution. The 
organic phase was dried over anhydrous magnesium 
sulfate and was ?ltered. The ?ltrate was evaporated 
under reduced pressure to yield 20.3 g of 3-tri 
?uoromethyl-4,5-dihydro-l-methyl-4 -(3-methylcar 
bonylphenyl)-1,2,4-triazol-5(lH)-thione as a thick oil. 
The rlmr spectrum of the oil indicated that it contained 
about 65% of the desired product, the balance being 
reaction by-products. 

Step C 
3-Tri?uoromethyl-4,S-dihydro- l-methyl-4-[3-(1 
methylethenyl)phenyl]-l,2,4-triazol-5(1H)-thione 
Under a dry nitrogen atmosphere 23.8 ml of a 1.55M 

solution of n-butyllithium in hexane was added drop 
wise to a stirred solution of 15.8 g (0.0443 mole) of 
methyltriphenylphosphonium bromide in 300 ml of dry 
tetrahydrofuran. This mixture was stirred at room tem 
perature for 2.5 hours, and a solution of 11.1 g of the oil 
from Step B in 50 ml of tetrahydrofuran was added 
dropwise. After complete addition, the reaction mixture 
was heated at re?ux for 2.5 hours. The mixture was 
cooled to room temperature and was poured into 300 ml 
of an aqueous, 2N sodium hydroxide solution. This 
mixture was extracted with 300 ml of diethyl ether. The 
organic extract was dried over anhydrous magnesium 
sulfate and was ?ltered. The ?ltrate was evaporated 
under reduced pressure, leaving a residue. This residue 
was puri?ed by column chromatography on silica gel 
eluting with ethyl acetatezn-heptane (25:75) to yield 3.7 
g of 3-tri?uoromethyl-4,S-dihydro-l-methyl-4-[3-(l 
methylethenyl)phenyl]-1,2,4-triazol-5(1H)-thione as a 
solid, mp 64°-66° C., Compound 27 of Table 1. 

EXAMPLE 4 

3-TRIFLUOROMETHYL-4,S-DIHYDRO-l-METH 
YL-4-(4-n-PROPOXYPHENYL)-1,2,4-TR1AZOL 

5(lH)-TH1ONE 
Step A 

4-(4-Ethoxyphenyl)-2-methyl-3-thiosemicarbazide 
‘ Following procedures similar to those employed in 
Step A of Example 2, the reaction of 2.5 g (0.0698 mole) 
of 4-ethoxyphenyl isothiocyanate and 3.22 g (0.0698 
mole) of methylhydrazine in 100 ml of ethanol yielded 
12.5 g of 4-(4-ethoxyphenyl)-2-methyl-3-thiosemicarba 
zide as a solid. The nmr spectrum was consistent with 

the proposed structure. 

Step B 
4~(4-Ethoxyphenyl)-3-tri?uoromethyl-4,5-dihydro- 1 

methyl- 1 ,2,4-triazol-5(1H)-thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 12.5 g (0.0530 
mole) of 4-(4-ethoxyphenyl)-2-methyl-3-thiosemicarba 
zide with 11.2 g (0.0530 mole) of tri?uoroacetic anhy 
dride in 100 ml of toluene yielded 14.6 g of 4-(4-ethoxy 
phenyl)-3-tri?uoromethyl-4,5-dihydro-l-methyl-l,2,4 
triazol-5(ll-I)-thione as a solid, mp 93°—95“ C., Com 
pound 60 of Table l. The nmr spectrum was consistent 
with the proposed structure. 
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Step C 
3-Tri?uoromethyl-4,5-dihydro-4-(4_hydroxyphenyl)- l 

methyl-1,2,4-triazol-5(lH)-thione 
A mixture of 12.6 g (0.109 mole) of pyridine hydro 

chloride and 11.0 g (0.0363 mole) of 4-(4-ethoxy 
phenyl)-3-tri?uoromethyl-4,5-dihydro-l-methyl-1,2,4 
triazol-5(lH)-thione was heated at 215° C. and stirred 
for one hour. The mixture was cooled and dissolved in 
water. The aqueous solution was extracted with a mix 
ture of tetrahydrofuramdiethyl ether (50:50). The or 
ganic phase was extracted with an aqueous, 10% so 
dium hydroxide solution. The basic extract was acidi 
?ed, forming a precipitate. This solid was collected by 
?ltration and dried to yield 7.1 g of 3-tri?uoromethyl 
4,5-dihydro-4-(4-hydroxyphenyl)-l-methyl-1,2,4 
triazol-5(lH)-thione, mp 150°~152° C. The nmr spec 
trum was consistent with the proposed structure. 

Step D 
3-Tri?uoromethyl-4,S-dihydro- l -methyl-4-(4-n-propox 

yphenyl)-l,2,4-triazol-5(lH)-thione 
A stirred mixture of 1.5 g (0.0058 mole) of 3-tri 

?uoromethyl-4,5-dihydro-4-(4-hydroxyphenyl)-l-meth 
yl-l,2,4-triazol-5(1H)-one and 1.0 g (0.0069 mole) of 
potassium carbonate in 15 ml of N,N-dimethylforma 
mide was heated at 80° C. While maintaining that tem 
perature, 0.98 g (0.0058 mole) of l-iodopropane was 
added. The reaction mixture was stirred at 80° C. for 
approximately 18 hours. The mixture was cooled and 
diluted with water. This mixture was extracted with 
chloroform. The extract was dried over anhydrous 
magnesium sulfate and was ?ltered. The ?ltrate was 
evaporated under reduced pressure, leaving a residue. 
The residue was puri?ed by column chromatography 
on silica gel, eluting with methylene chloride, to yield 
1.4 g of 3-tri?uoromethyl-4,S-dihydro-l-methyl-4-(4-n 
propoxyphenyl)-1,2,4~triazol-5(lH)-thione as a solid, 
mp 68°~70° C., Compound 61 of Table 1. The nmr 
spectrum was consistent with the proposed structure. 

EXAMPLE 5 

3-TRIFLUOROMETHYL-4,S-DIHYDRO- l -METH 
YL-4-(PYRROLIDIN-l-YL)PHENYL-1,2,4 

TRIAZOL-5( lH)-THIONE 
Step A 

4-(4-Fluorophenyl)-2-methyl-3-thiosemicarbazide 
Following procedures similar to those employed in 

Step A of Example 2, the reaction of 10.0 g (0.0653 
mole) of 4-?uorophenyl isothiocyanate with 3.01 g 
(0.0654 mole) of methylhydrazine in 100 ml of ethanol 
yielded 10 g of 4-(4-?uorophenyl)-2-methyl-3-thi 
osemicarbazide as a solid, mp 148°-l50° C. The nmr 
spectrum was consistent with the proposed structure. 

Step B 
4-(4-Fluorophenyl)-3-tri?uoromethyl-4,5-dihydro- l - 

methyl-l,2,4-triazol-5-(1H)-thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 9.59 g (0.0480 
mole) of 4-(4-?uorophenyl)-2-methyl-3-thiosemicarba 
zide with 10.1 g (0.0480 mole) of tri?uoroacetic anhy 
dride in 100 ml of toluene yielded 12.3 g of 4-(4-?uoro 
phenyl)-3-tri?uoromethyl-4,5-dihydro-l-methyl-l,2,4 
triazol-5(1H) -thione as a solid, mp 94°~96° C., Com 
pound 8 of Table 1. The nmr spectrum was consistent 
with the proposed structure. 
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Step C 
- 3-Tri?uoromethyl-4,5-dihydro-1-methyl-4-(pyrrolidin 

l-yl)1,2,4-triazol-5-(lH)-thione 
A stirred mixture of 1.37 g (0.00490 mole) of 4-(4 

?uorophenyl)-3-tri?uoromethyl-4,S-dihydro -l-methyl 
1,2,4-triazol-5(1H)-thione in 25 ml of pyrrolidine was 
heated at reflux for approximately 18 hours. The mix 
ture was cooled, and most of the pyrrolidine was re 
moved by distillation under reduced pressure, leaving a 
residue. This residue was partitioned between water 
and methylene chloride. The organic phase was dried 
over anhydrous magnesium sulfate and was ?ltered. 
The ?ltrate was evaporated under reduced pressure to 
yield 0.9 g of 3 tri?uorornethyl-4,S-dihydro-1-methyl-4 
(pyrrolidin-l-yl)phenyl-l,2,4-triazol-5(1H)-thione as a 
solid, mp 150°-153° C., compound 75 of Table 1. 

EXAMPLE 6 

3-TRIFLUOROMETHYL-4-[4-(3-TRI 
FLUOROMETHYL- l-METHYL- 1 ,2,4-TRIAZOL-5 
YL)PHENYL]-4,5-DIHYDRO-1-METHYL~1,2,4 

TRIAZOL-5(lH)-THIONE AND 
4-(4-CYANOPHENYL)-3-TRIFLUOROMETHYL 
4,5-DIHYDRO- l-METHYL-1,2,4-TRlAZOL-5(1H) 

THIONE 

Step A 
4(4-Cyanophenyl)-2-methyl-3-thiosemicarbazide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 7.8 g (0.049 mole) 
of 4-cyanopheny1 isothiocyanate with 2.24 g (0.049 
mole) of methylhydrazine in 50 ml of ethanol yielded 
10.0 g of 4-(4-cyanophenyl)-2-methyl~3-thiosemicarba 
zide as a solid, mp 178°-l79° C. The nmr spectrum was 
consistent with the proposed structure. 

Step B 
S-Tri?uorometh yl-4-[4-(3-tri?uoromethyl- l-methyl 
l,2,4-triazol-5yl)phenyl]-4,Sdihydro-l-methyl-1,2,4 

triazol-5(lH)-thione and 
4-(4-cyanophenyl)-3-tri?uoromethyl-4,S-dihydro-l 

methyl-1,2,4-triazo1-5(1H)-thione 
A mixture of 5.2 g (0.025 mole) of 4-(4-cyanophenyl) 

2-methyl-3-thiosemicarbazide and 5.3 g (0.025 mole) of 
tri?uoroacetic anhydride in 100 ml of toluene was 
stirred at room temperature for approximately 18 hours. 
The reaction mixture was neutralized by washing with 
an aqueous sodium carbonate solution. The aqueous 
wash was extracted with toluene, and the organic pha 
ses were combined. The organic phase was dried over 
anhydrous magnesium sulfate and was ?ltered. The 
?ltrate was evaporated under reduced pressure, leaving 
a residue. This residue was puri?ed by column chroma 
tography on silica gel, eluting with petroleum ether 
:ethyl acetate (9:1). Two products were obtained by 
column chromatography: the ?rst was 0.25 g of 4-(4 
cyanophenyl)-3-trifluoromethyl-4,S-dihydro- 1 -methyl 
-1,2,4-triazol-5(1H)-thione, mp 60°—61° C., Compound 
29 of Table 1; the second was 0.36 g of 3-tri?uorometh 
yl-4-[4-(3-tri?uoromethyl-l-methyl-l,2,4-triazol-5(1H) 
thione, mp65°~66° C., Compound 79 of Table l. The 
nmr spectra were consistent with the proposed struc 
ture. 
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EXAMPLE 7 

4(2-CHLORD-4-PHENYLETHYNYLPHENYL)-3 
TRIFLUOROMETHYL-4,S-DIHYDRO- l -METH 

YL-l,2,4-TRIAZOL-5-(lH)-THIONE 
Step A 

4-(2-chloro-4-iodophenyl)-3-tri?uoromethyl-4,S-dihy 
dro-l-methyl-l,2,4-triazol-5(lH)-thione 

To a stirred, warm (40° C.) solution of 10.8 g (0.0648 
mole) of potassium iodide in 80 ml of water was added 
dropwise a solution of 10.0 g (0.0324 mole) of 4-(4 
amino—2-chlorophenyl)-3-tri?uoromethyl-4,S-dihydro 
l-methyl-l,2,4triazol-5(lH)-thione (Compound 94 to 
Table 1, prepared in Step C of Example 2), 2.70 g (0.389 
mole) of sodium nitrite, and 20.0 g (0.204 mole) of con 
centrated sulfuric acid in 125 g of ice-cold water. The 
resultant mixture was stirred at 40° C. for three hours. 
The mixture was cooled and was extracted with methy 
lene chloride. The extract was washed with an aqueous 
sodium metabisul?te solution. The washed organic 
phase was dried over anhydrous magnesium sulfate and 
was ?ltered. The ?ltrate was evaporated under reduced 
pressure, leaving a residue. This residue was puri?ed by 
column chromatography on silica gel, eluting with pe 
troleum etherzdiethyl ether (75:25) to yield 5.0 g of 
4-(2-chloro-4iodophenyl)-3-tri?uor0methyl -4,5-dihy 
dro-l-methyl-1,2,4-triazol-5(lH)-thione as a solid, mp 
117°—1l9° C., Compound 91 of Table 1. The nmr spec 
tra were consistent with the proposed structure. 

Step B 
4-(2chloro-4-phenylethynylphenyl)-3-tri?uoromethyl 

4,5dihydro-1-methyl-1,2,4-triazol -5-(1H)-thione 
Using the process described by Steven, et al., (J. Org. 

Chem, Vol. 28 pp. 3313-3315 (1963), the reaction of 
4.6 g (0.011 mole) of 4-(2-chloro-4-iodophenyl)-3-tri 
?uoromethyl-4,5-dihydro-l-methyl-1,2,4-triazol -5(11-1), 
thione with 1.8 g (0.011 mole) of copper (1) phenylace 
tylide in 100 ml of dry pyridine under a dry nitrogen 
atmosphere produced 3.1 g of 4-(2-chloro-4-phenyle 
thynylphenyl)-3-triiluoromethyl-4,S-dihydro-1-methyl 
1,2,4-triazo1-5(1H)-thione as a solid, mp 50°-53° C., 
Compound 92 of Table 1. The nmr and ir spectra were 
consistent with the proposed structure. 

EXAMPLE 8 

4-(4-ETHYNYL-2-METHYLPHENYL)-3-TRI 
FLUOROMETHYL-li,S-DIHYDRO- l -METHYL 

1,2,4-TRlAZOL-5(lH)-THIONE 
Step A 4-lodo-2-methylphenyl isothiocyanate 

To a stirred mixture of 9.9 g (0.086 mole) of thiophos 
gene, 5.0 g (0.036 mole) of potassium carbonate in 55 ml 
of water and 100 m1 of chloroform was added a solution 
of 20.0 g (0.0862 mole) of 4-iodo-2-methylaniline in 50 
ml of chloroform. Additional potassium carbonate was 
added to make the reaction mixture basic. An additional 
9.9 g of thiophosgene was added, and the reaction mix 
ture was stirred at room temperature for approximately 
18 hours. The mixture was partitioned between water 
(100 ml) and chloroform (100 ml). The organic phase 
was dried over anhydrous magnesium sulfate and was 
?ltered. The ?ltrate was evaporated under reduced 
pressure, leaving a residue. This residue was puri?ed by 
column chromatography on silica gel, eluting with 
methylene chloride to yield 22.6 g of 4-iodo-2-methyl 
phenyl iosthiocyante as a solid, mp 51°—53° C. 
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The ir spectrum was consistent with the proposed 

structure. 

Step B 
4-(4-Iodo-2-methylphenyl)-2-methyl-3-thiosemicarba 

zide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 22.3 g (0.0810 
mole) of 4-iodo-2-methylphenyl isothiocyanate with 
‘3.74 g (0.0811 mole) of methylhydrazine in 175 ml of 
ethanol yielded 16.7 g of 4-(4-iodo-2-methylphenyl)-2 
methyl-3-thiosemicarbazide as a solid, mp 160°-161° C. 
The nmr spectrum was consistent with the proposed 
structure. 

Step C 
3-Tri?uoromethyl-4,5-dihydro-4-(4-iodo-2-methyl 

phenyl)-1-methyl-1,2,4-triazol-5(1H) -thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 16.4 g (0.0511 
mole) of 4-(4-iodo-2-methylphenyl)-2-methyl-3-thi 
osemicarbazide with 11.8 g (0.0562 mole) of tri?uoro 
acetic anhydride in 150 ml of toluene yielded 17.4 g of 
3-trifluoromethyl-4,S-dihydro-1-methyl-4.(4-iodo-2 
methylphenyl)-1,2,4-triazol-5(lH)-thione as a solid, mp 
104°-107° C., Compound 106 of Table 1. The nmr spec 
trum was consistent with the proposed structure. 

Step D 
3-Trifluoromethyl-4,S-dihydro-1-methyl-4-(2-methyl-4» 
trimethylsilylethynylphenyl) -1,2,4-triazol-5(1H)-thione 
To a stirred mixture of 5.00 g (0.0125 mole) of 3-tri 

fluoromethyl-4,5 1-dihydro~4-(4-iodo-2-methylphenyl) 
l-methyl-l,2,4-triazol-5 (1H)-thione and 2.46 g (0.0250 
mole) of trimethylsilylacetylene in 20 ml of acetonitrile 
and 100 ml of triethylamine was added 0.0880 g 
(0.000125 mole) of bis-(triphenylphosphine)palladium 
(II) chloride and 0.048 g (0.00025 mole) of copper (I) 
iodide. The reaction mixture was heated at re?ux for 
approximately 18 hours. The solvents were removed 
from the reaction mixture by evaporation under re 
duced pressure, leaving a residue. This residue was 
dissolved in chloroform, and the organic solution was 
washed in succession with an aqueous, saturated sodium 
chloride solution and an aqueous, 20% ammonium chlo 
ride solution. The washed organic phase was evapo 
rated under reduced pressure, leaving a dark oil. This 
oil was puri?ed by column chromatography on silica 
gel, eluting with chloroform, to yield 4.7 g, of 3-tri 
?uoromethyl-4,5-dihydro-1-methyl-4-(2-methyl-4 
trimethylsilylethynylphenyl) -1,2,4-triazol-5(1H)-thione 
as a solid, mp 90°~93° C., Compound 113 of Table 1. 
The nmr spectrum was consistent with the proposed 
structure. 

' Step E 
4-(4-ethynyl-2-methylphenyl)-3-tri?uoromethyl-4,5 

dihydro-l-methyl-1,2,4-triazol-5(1H)-thione 
To a stirred mixture of 4.40 g (0.0119 mole) of 3-tri 

?uoromethyl-4,5-dihydro-l-methyl -4-(2-methyl-4 
trimethylsilylethynylphenyl)-1,2,4-triazol-5-(1H) 
thione in 75 ml of tetrahydrofuran was added 10.8 g 
(0.0414 mole) of tetrabutylammonium ?uoride. This 
mixture was stirred for about 20 minutes, and the reac 
tion was partitioned between 75 ml of diethyl ether and 
150 ml of an aqueous sodium chloride solution. The 
organic phase was dried over anhydrous magnesium 
sulfate and was ?ltered. The ?ltrate was evaporated 
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under reduced pressure, leaving a residue. This residue 
was puri?ed by column chromatography on silica gel, 
eluting with diethyl ether, to yield 2.5 g of 4-(4-ethynyl 
Z-methylphenyl)-3-tri?uoromethyl-4,S-dihydro-l~meth 
yl-l,2,4-triazol-5(1H)-thione as an oil, Compound 111 of 
Table 1. The nmr spectrum was consistent with the 
proposed structure. 

EXAMPLE 9 

4-(4-DIETHYLAMINO-2,5-DIlF'LUOROPHENYL)~ 
3-TRIFLUOROMETHYL-4,S-DIHYDRO- l -METH 

YL- l ,2,4-TRIAZOL-5(lH)-THIONE 
Step A N-(4-Methylphenylsulfonyl)-2,5-di?uoroaniline 

’ A stirred mixture of 15.0 g (0.116 mole) of 2,5 
di?uoroaniline and 24.4 g (0.128 mole) of 4-methy1 
phenylsulfonyl chloride in 50 m1 of pyridine was heated 
at re?ux for approximately 18 hours. The reaction mix 
ture was cooled and poured into 500 ml of 6N hydro 
chloric acid. This acidic mixture was allowed to stand 
at room temperature for two days. A precipitate formed 
and was collected by ?ltration. The ?lter cake was 
washed with dilute hydrochloric acid and was dried 
under reduced pressure to yield 25.0 g of N-(4-methyl 
phenylsulfonyl)-2,S-di?uoroaniline. The nmr spectrum 
was consistent with the proposed structure. 

Step B 
N-(4-Methylphenylsulfonyl)-2,5-di?uoro-4-nitroaniline 
The nitration of 12.0 g (0.042 mole) of N-(4-methyl 

phenylsulfonyD-Z,S-difluoroaniline with 0.2 g (0.0035 
mole) of sodium nitrite and 17.4 g (0.276 mole) of fum 
ing nitric acid in 86 ml of glacial acetic acid and 86 ml 
of water yielded 12.2 g of .N-(4-methylphenylsulfonyD 
2,5-di?uoro-4-nitroaniline as a solid. The nmr spectrum 
was consistent with the proposed structure. 

Step C 2,5-Di?uoro-4-nitroaniline 
To a stirred mixture of 12.2 g (0.0370 mole) of N-(4 

methylphenylsulfonyl)-2,5-di?uoro-4-nitroaniline in 20 
ml of water was added 70 ml of concentrated sulfuric 
acid. This mixture was heated at 90° C. for 15 minutes 
and then was allowed to cool and stir at room tempera 
ture for ?ve days. The reaction mixture was poured into 
ice-water, and the aqueous mixture was neutralized 
with concentrated ammonium hydroxide. The resulting 
solid was collected by ?ltration. The ?lter cake was 
washed with water and was dried under reduced pres 
sure to yield 6.15 g of 2,S-difluoro-4-nitroaniline. The 
nmr spectrum was consistent with the proposed struc 
ture. 

Step D N-(2,5-Di?uoro-4-nitrophenyl)acetamide 

A mixture of 6.0 g (0.034 mole) of 2,5-di?uoro-4 
nitroaniline, 6.5 g (0.064 mole) of acetic anhydride, and 
approximately 0.1 g (0.0008 mole) of dime 
thylaminopyridine in 300 ml of methylene chloride was 
stirred and heated at re?ux for two hours. The reaction 
mixture was allowed to cool and stir at room tempera 
ture for approximately 18 hours. The solvent was re 
moved from the mixture by distillation under reduced 
pressure, leaving a residue. To this residue was added 
32.5 g (0.318 mole) of acetic anhydride and several 
drops of concentrated sulfuric acid. This mixture was 
stirred at room temperature for approximately 18 hours. 
Approximately 300 ml of water was added to the mix 
ture causing a vigorous exotherrn and a solid to form. 
This solid was collected by ?ltration. The ?lter cake 
was washed with water and was dried under reduced 
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pressure to yield 6.5 g of N-(2,5-di?uoro-4~nitrophenyl 
)acetamide. The nmr spectrum was consistent with the 
proposed structure. 

Step E N-Ethyl-Z,5-di?uoro-4-nitroaniline 

To a cold (0°C.), stirred solution of 6.3 g (0.029 mole) 
of N-(2,5-difluoro-4-nitrophenyl)acetamide in 100 ml of 
dry tetrahydrofuran was added dropwise 8.8 ml of a 
10M boranedimethyl sul?de complex in tetrahydrofu 
ran. The reaction mixture was heated until a gentle 
re?ux was maintained with no external heating. When 
this re?ux subsided, the mixture was reheated at reflux 
for three hours. The reaction mixture was cooled to 0° 
C., and methanol was added dropwise until no gas evo 
lution was seen upon subsequent addition. This mixture 
was allowed to stand at room temperature for two days. 
The solvent was removed from the mixture by distilla 
tion under reduced pressure, leaving a residue. This 
residue was puri?ed by column chromatography on 
silica gel, eluting with methylene chloride to yield 5.6 g 
of N-ethyl-2,5-di?uoro-4-nitroaniline as a solid. The 
nmr spectrum was consistent with the proposed struc 
ture. 

Step F 
N-Ethyl-N-(Z,5-di?uoro-4-nitrophenyl)acetamide 
To a stirred mixture of 5.4 g (0.027 mole) of N-ethyl 

2,5-di?uoro-4-nitroaniline in 100 ml of acetic anhydride 
was added three drops of concentrated sulfuric acid. 
This mixture was stirred at room temperature for 30 
minutes, and was poured into 200 ml of ice and water. 
The aqueous mixture was extracted with three portions 
of ethyl acetate. The extracts were combined and 
washed in succession with an aqueous, saturated sodium 
chloride solution and water. The washed organic phase 
was dried over anhydrous magnesium sulfate and was 
?ltered. The ?ltrate was evaporated under reduced 
pressure to yield 6.1 g of N-ethyl-N-(Z,5-di?uoro-4 
nitrophenyl)acetamide as a solid. The nmr spectrum 
was consistent with the proposed structure. 

Step G N,N-Diethyl-2,5-di?uoro-4-nitroaniline 
Following procedures similar to those employed in 

Step E of this Example, the reaction of 4.2 g (0.017 
mole) of N-ethyl-N-(Z,5-di?uoro-4-nitropheny1)aceta 
mide with 5.1 ml of a 10M borane dimethyl sul?de 
complex in tetrahydrofuran in 100 ml of dry tetrahydro 
furan yielded 3.6 g of N,N-diethyl-2,5-di?uoro-4 
nitroaniline. The nmr spectrum was consistent with the 
proposed structure. 

Step H 4-Diethylamino-2,5-difluoroaniline 
Hydrogenation of 3.4 g (0.015 mole) of N,N-cliethyl 

2,5-di?uoro-4-nitroaniline with approximately 0.1 g 
(0.0004 mole of platinum in 250 ml of ethanol yielded 
3.0 g of 4-diethyl-arnino-2,S-di?uoroaniline. The nmr 
spectrum was consistent with the proposed structure. 

Step I 4-Diethylamino-2,S-difluorophenyl 
isothiocyanate 

In a manner similar to Step A of Example 8, the reac 
tion of 3.0 g (0.026 mole) of thiophosgene with 2.6 g 
(0.013 mole) of 4-diethylamino-2,S-di?uoroaniline and 
7.2 g (0.052 mole) of potassium carbonate in 100 ml of 
chloroform and 100 ml of water yielded 3.2 g of 4-die 
thylamino-Z,S-di?uorophenyl isothiocyanate. The nmr 
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and ir spectra were consistent with the proposed struc 
ture. 

Step J 
4-(4-Diethylamino-2,5-di?uorophenyl)-2-methyl-3-thi 

osemicarbazide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 2.9 g (0.012 mole) 
of 4-diethylamino-2,S-di?uorophenyl isothiocyanate 
with 0.55 g (0.012 mole) of methylhydrazine in 75 ml of 
ethanol yielded 3.4 g of 4-(4-diethylamino-2,5 
di?uorophenyl) -2-methyl-3-thiosemicarbazide. The 
nmr spectrum was consistent with the proposed struc 
ture. 

' Step K 

4-(4-Diethylamino-2,5-di?uorophenyl)-3-tri?uorometh 
y1-4,5-dihydro-1-methyl-1,2,4-triazol-5(1H)-thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 3.1 g (0.011 mole) 
of 4-(4-diethylamino-2,S-di?uorophenyl) -2-methyl-3 
thiosemicarbazide with 2.3 g (0.011 mole) of tri?uoro 
acetic anhydride in 50 ml of toluene yielded 2.3 g of 
4-(4-diethylamino-2,S-di?uorophenyl)-3-tri?uorometh 
yl-4,5-dihydro-1-methyl-1,2,4-triazol-5(1H)-thione, 
Compound 138 of Table 1. The nmr spectrum was con 
sistent with the proposed structure. 

EXAMPLE l0 

4-(3,5-DICHLORO-4-ETHYLAMINOPHENYL)-3 
TRIFLUOROMETHYL-4,S-DIHYDRO 

-1-METHYL- l ,2,4-TRIAZOL-5(lH)-THIONE 

Step A 2,6-Dichloro-1,4-dinitrobenzene 
A stirred mixture of 15.0 'g (0.0725 mole) of 2,6 

dichloro-4-nitroaniline in 300 ml of glacial acetic acid, 
90 ml of hydrogen peroxide (30% aqueous solution), 
and 6 ml of concentrated sulfuric acid was heated at 
100° C. for 3.5 hours, and then an additional 90 ml of 
hydrogen peroxide (30%) was added. The reaction 
mixture was cooled and was diluted with 600 ml of 
water. A solid formed and was collected by ?ltration. 
The ?lter cake was washed in succession with concen 
trated sulfuric acid and concentrated hydrochloric acid. 
The washed solid was dissolved in diethyl ether, and 
the organic solution was neutralized by washing with an 
aqueous, 10% sodium hydroxide solution. The organic 
phase was dried-over anhydrous magnesium sulfate and 
was ?ltered. The ?ltrate was evaporated under reduced 
pressure, leaving a residue. This residue was puri?ed by 
column chromatography on silica gel, eluting with 
ethyl acetate:petroleum ether (25:75) to yield 9.1 g of 
2,6-dichloro-1,4-dinitrobenzene, mp 109°—112° C. The 
nmr spectrum was consistent with the proposed struc 
ture. 

Step B 2,6-Dichloro-N,N-diethyl-4-nitroaniline 

A stirred mixture of 4.5 g (0.019 mole) of 2,6 
dichloro-1,4-dinitrobenzene in 75 ml of diethylamine 
was heated at re?ux for two days. The reaction mixture 
was cooled, and the solvent was removed by distillation 
under reduced pressure, leaving a residue. The residue 
was partitioned between water and diethyl ether. The 
organic phase was dried over anhydrous magnesium 
sulfate and was ?ltered. The ?ltrate was evaporated 
under reduced pressure, leaving a residue. This residue 
was puri?ed by column chromatography on silica gel, 
eluting with methylene chloride, to yield 3.7 g of 2,6 
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dichloro-N,N-diethyl-4-nitroaniline. The nmr spectrum 
was consistent with the proposed structure. 

Step C 3,S-Dichloro-4-diethylaminoaniline 
The hydrogenation of 3.7 g (0.014 mole) of 2,6 

dichloro-N,N-diethyl-4-nitroaniline with approximately 
0.1 g (0.0004 mole) of platinum-oxide in 250 ml of etha 
nol yielded 1.9 g of 3,5-dichloro-4-diethy1aminoaniline 
as an oil. The nmr spectrum was consistent with the 
proposed structure. 

Step D 3,5-Dichloro-4-diethylaminophenyl 
isothiocyanate 

Following procedures similar to those employed in 
Step A of Example 8, the reaction of 1.9 g (0.0082 mole) 
of 3,5-dichloro-4-diethylaminoaniline with 1.88 g 
(0.0163 mole) of thiophosgene and 5.0 g (0.036 mole) of 
potassium carbonate in 20 ml of water and 100 ml of 
chloroform yielded 2.2 g of 3,5-dichloro-4»die 
thylaminophenyl isothiocyanate as an oil. The ir spec 
trum was consistent with the proposed structure. 

Step E 
4-(3,S-Dichloro-4-diethylaminophenyl)-2-methyl-3-thi 

osemicarbazide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 2.2 g (0.0080 mole) 
of 3,S-dichloro-4-diethy1aminophenyl isothiocyanate 
with 0.37 g (0.0080 mole) of methylhydrazine in 75 ml 
of ethanol produced a quantitative yield of 4-(3,5 
dichloro-4-diethylaminophenyl)-2-methyl-3-thi 
osemicarbazide. The nmr spectrum was consistent with 
the proposed structure. 

Step F 
4-(3,5-Dichloro-4-diethylaminophenyl)-3-tri 

?uoromethyl-4,5-dihydro-l-methyl-1,2,4-triazol-5(1H) 
thione 

Following procedures similar to those employed in 
Step B of Example 3, the reaction of 2.6 g (0.0080 mole) 
of 4-(3,5-dichloro-4-diethylaminophenyl) -2-methyl-3 
thiosemicarbazide with 2.0 g (0.0096 mole) of tri?uoro 
acetic anhydride in 75, ml of toluene yielded 1.0 g of 
4-(3,5-dichloro-4-diethylaminophenyl)-3-tri 
?uoromethyl -4,5-dihydro-1-methy1-1,2,4-triazol 
5(1H)-thione as a solid, mp 128°—130° C., Compound 
151 of Table 1. The nmr and mass spectra were consis 
tent with the proposed structure. 

EXAMPLE 11 

4-(2-ETHYL-2-METHYL-l,3-BENZODIOXOL-5- > 

YL)-3-TRIFLUOROMETHYL-4,S-DIHYDRO-1 
METHYL-1,2,4-TRIAZOL-5(lH)-THIONE 
Step A 2-Ethyl-2-methy1-1,3-benzodioxo1e 

To a stirred solution of 20.0 g (0.180 mole) of cate 
chol and 0.8 g (0.40 mole) of 2-butanone in 200 ml of 
methylene chloride was added 128.0 g (0.902 mole) of 
phosphorus pentoxide. The reaction mixture was stirred 
at room temperature for two days. The stirring was 
stopped, and the reaction solids were allowed to settle. 
The reaction mixture was decanted into a separatory 
funnel. The solid material was washed with methylene 
chloride, and the wash was decanted into the above 
separatory funnel. The combined organic phase was 
washed with aqueous, saturated sodium bicarbonate 
solution. The washed organic phase was dried over 
anhydrous magnesium sulfate and was ?ltered. The 

2 
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?ltrate was evaporated under reduced pressure to yield 
17.3 g of 2-ethyl-2-methyl-1,3-benzodioxole. 

Step B 2-Ethyl-2-methyl-5-nitro-1,3-benzodioxole 
The nitration of 16.5 g (0.100 mole) of 2-ethyl-2 

methyl-1,3-benzodioxole with 7.7 ml of nitric acid (70% 
solution in water) and 10 ml of concentrated sulfuric 
acid in 100 ml of methylene chloride yielded 2.6 g of 
2-ethyl'2-methyl-S-nitro-1,3-benzodioxole. The nmr 
spectrum was consistent with the proposed structure. 

Step C 5-Amino-2-ethyl-2-methyl.1,3-benzodioxole 
The hydrogenation of 2.55 g (0.0120 mole) of 2-ethyl 

Z-methyl-S-nitro-1,3-benzodioxole with 0.3 g (0.0013 
mole) of platinum oxide in 100 ml of ethanol yielded 2.0 
g of 5-amino-2-ethyl-2-methyl-1,3-benzodioxole as an 
oil. The nmr spectrum was consistent with the proposed 
structure. 

Step D (2-Ethyl-2-methyl-1,3-benzodioxol-5-yl) 
isothiocyanate 

Using procedures similar to those employed in Step 
A of Example 8, the reaction of 1.9 g (0.011 mole) of 
S-amino-2-ethyl-2-methyl-l,3-benzodioxole with 2.4 g 
(0.021 mole) of thiophosgene and 6.2 g (0.045 mole) of 
potassium carbonate in 10 ml of water and 70 ml of 
chloroform yielded 2.3 g of (2-ethyl-2-methyl-1,3-ben 
zodioxol-S-yl) isothiocyanate as an oil. The nmr spec 
trum was consistent with the proposed structure. 

Step E 
4-(2-Ethyl-2-methyl~l,3-benzodioxol-5-yl)-2-methyl-3 

thiosemicarbazide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 2.1 g (0.0095 mole) 
of (2-ethyl-2-methyl-1,3-benzodioxol-5-yl) isothiocya 
nate with 0.44 g (0.0095 mole) of methylhydrazine in 50 

' ml of ethanol yielded 1.7 g of 4-(2-ethyl-2-rnethyl-l,3 
benzodioxol-5-yl)-2-methyl-3-thiosemicarbazide as a 
solid. The nmr spectrum was consistent with the pro 
posed structure. 

Step F 
4-(2-Ethyl-2-methyl-l,3-benzodioxol-5-yl)-3-tri 

?uoromethyl-4,5-dihydro-1-methyl-1,2,4-triazol-5(1H) 
thione 

Following procedures similar to those employed in 
Step B of Example 3, the reaction of 1.5 g (0.0056 mole) 
of 4-(2-ethyl-2-methyl-l,3-benzodioxol-5-yl)-2-methyl 
3-thiosemicarbazide with 1.3 g (0.0062 mole) of tri?uo 
roacetic anhydride in 75 ml of toluene yielded 1.3 g of 
4-(2-ethyl-2-methyl-1,3-benzodioxol-5-yl)-3-tri 
fluoromethyl-4,5-dihydro-l-methyl-1,2,4-triazol-5(1H) 
thione as a gummy solid, Compound 162 of Table l. 
The nmr and mass spectra were consistent with the 
proposed structure. 

EXAMPLE l2 

4-[2,3-DIHYDRO-4-(l-METHYLETHYL)~1,4-BEN 
ZOXAZIN-7-YL)-3-TRIFLUOROMETHYL-4,5 
DIHYDRO-l-METHYL-l,2,4-TRIAZOL-5(1H) 

THIONE 

Step A 2,3-Dihydro-7-nitro-l,4-benzoxazine 
Under a dry nitrogen atmosphere a solution of 41.0 g 

(0.270 mole) of 2-arnino-5-nitrophenol in 250 ml of N,N 
dimethylformamide was added dropwise to a stirred 
mixture of 6.48 g (0.270 mole) of sodium hydride in 250 
ml of N,N-dimethylforrnamide. When the evolution of 
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gas ceased, 50.0 g (0.270 mole) of 1,2-dibromothane was 
added dropwise, and the resulting mixture was stirred at 
room temperature for approximately 18 hours. The 
reaction mixture was diluted with water, and this mix 
ture was extracted several times with methylene chlo 
ride. The organic extracts were combined and washed 
with several portions of an aqueous, 10% sodium hy 
droxide solution. The washed organic phase was ?l 
tered through a pad of silica gel. The ?ltrate was evapo 
rated under reduced pressure to yield 3.8 g of 2,3-dihy 
dro-7-nitro~1,4-benzoxazine. The nmr spectrum indi 
cated a small amount of N,N-dimethylformarnide was 
present in the product. 

Step B 
2,3-Dihydro-4-(l-methylethyl)-7-nitro-1,4-benzoxazine 
Under a dry nitrogen atmosphere, a solution of 3.7 g 

(0.020 mole) of 2,3-dihydro-7-nitro-1,4-benzoxazine in 
50 ml of N,N-dimethylformamide was added to a stirred 
solution of 0.60 g (0.025 mole) of sodium hydride in 100 
ml of N,N-dimethylformamide. Upon cessation of hy 
drogen evolution, 3.4 g (0.020 mole) of 2-iodopropane 
was added. The reaction mixture was stirred at room 
temperature for approximately 18 hours, then was 
heated at 65° C. for 24 hours, and ?nally was heated at 
80° C. for 24 hours. The reaction mixture was cooled 
and diluted with water. The aqueous mixture was ex 
tracted with ethyl acetate. The extract was dried over 
anhydrous magnesium sulfate and was ?ltered. The 
?ltrate was evaporated under reduced pressure, leaving 
a residue. Analysis of this residue by nmr spectroscopy 
indicated it was a mixture of 2,3-dihydro-4-(l-methyle 
thyl)-7-nitro-l,4-benzoxazine and 2,3-dihydro-7-nitro 
1,4-benzoxazine. 

Step C 
7-Amino-2,3-dihydro-4-(l-methylethyl)-l,4-benzoxa 

zine 

The hydrogenation of 1.2 g of the mixture from Step 
B with approximately 0.1 g (0.0004 mole) of platinum 
oxide in 250 ml of ethanol produced an oil. Analysis of 
this oil by nmr spectroscopy indicated that it contained 
a mixture of 7-amino-2,3-dihydro-4-(1-methylethyl)-1,4 
benzoxazine and 7-amino-2,3-dihydro-l,4-benzoxazine. 

Step D 2,3 
Dihydro-4-(1-methylethyl)-l ,4-benzoxazin-7-yl 

isothiocyanate 
Following procedures similar to those employed in 

Step A of Example 8, the reaction of 1.0 g of the mix 
ture from Step C with 1.2 g (0.010 mole) of thiophos 
gene and 2.9 g (0.029 mole) of potassium carbonate in 
100 ml of water and 100 ml of chloroform yielded 1.3 g 
of a residue. Analysis of this residue by nmr spectros 
copy indicated that it contained a mixture of 2,3-dihy 
dro-4-(l-methylethyl)-1,4-benzoxazin-7-yl isothiocya 
nate and 2,3-dihydro-1,4-benzoxazin-7-yl isothiocya 
nate. 

Step E 
4~[2,3-Dihydro-4-(l-methylethyl)-l,4-benzoxazin-7-yl] 

2-methyl-3-thiosemicarbazide 
Following procedures similar to those employed in 

Step A of Example 2, the reaction of 1.3 g of the mix 
ture from Step D with 0.25 g (0.0056 mole) of methyl 
hydrazine in 250 ml of ethanol yielded 1.7 g of a solid. 
Analysis of this solid by nmr spectroscopy indicated 



5,310,724 
27 

that it contained a mixture of 4-[2,3-dihydro-4-(l 
methylethyl)-l,4 -benzoxazin-7-yl]-2-methyl-3~thi 
osemicarbazide and 4-(2,3-dihydro-1,4-benzoxazin-7 
yl)-2-methyl-3-thiosemicarbazide. 

Step F 
4-[2,3-Dihydro-4-(l-methylethyl)-l,4-benzoxazin-7-yl] 
3-tri?uoromethyl-4,S-dihydro-l-methyl-l,2,4-triazol 

5( l H)-thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 1.7 g of the mixture 
from Step E with 1.27 g (0.00606 mole of tri?uoroacetic 
anhydride in 500 ml of toluene produce a reside. Puri? 
cation of this residue by column chromatography 
yielded 0.3 g of 4-[2,3-dihydro-4-(l-methylethyl)-l,4 
benzoxazine-7-yl]-3-tri?uoromethyl-4,_5-dihydro-l 
methyl-1,2,4-triazol-5(lH)-thione as an oil, Compound 
164 of Table 1. The nmr spectrum was consistent with 
the proposed structure. 

EXAMPLE 13 

4-(2-DIETHYLAMINOPYRIDIN-5-YL)-3-TRI 
FLUOROMETHYL-4,S-DIHYDRO- l -METHYL 

-l,2,4-TRIAZOL-5(lH)-THIONE 
Step A 2-Diethylamino-5-nitropyridine 

A stirred mixture of 27.6 g (0.174 mole) of 2-chloro-5 
nitropyridine in 500 ml of diethylamine was heated at 
re?ux for two days. The excess diethylamine was re 
moved by distillation under reduced pressure, leaving a 
residue‘. This residue was dissolved in methylene chlo 
ride, and the organic solution was washed with an aque 
ous, 10% sodium hydroxide solution. The washed or 
ganic phase was dried over anhydrous magnesium sul 
fate and was ?ltered. The ?ltrate was evaporated under 
reduced pressure to yield 33.2 g of 2-diethylamino-5 
nitropyridine as a solid. The nmr spectrum was consis 
tent with the proposed structure. 

Step B 5-Amino-2-diethylaminopyridine 
Following procedures similar to those disclosed in 

Artland, et al., J. Heterocyclic Chem, Vol. 14, 129—l34 
(1977), the reaction of 10.0 g (0.0512 mole) of 2-die 
thylamino-S-nitropyridine with 147.0 g (0.659 mole) of 
tin (II) chloride dehydrate in diethyl ether and concen 
trated hydrochloric acid produced a residue. This reac 
tion was repeated, and the residues were combined, 
giving a total of 20 g. The combined residue was puri 
?ed by column chromatography on silica gel, eluting 
with acetone to yield 16.2 g of 5-amino-2-die 
thylaminopyridine as an oil. The nmr spectrum was 
consistent with the proposed structure. 

Step C (2-Diethylaminopyridin-S-yl) isothiocyanate 
Using procedures similar to those employed in Step 

A of Example 8, the reaction of i5.9 g (0.096 mole of 
S-amino-2-diethylaminopyridine with 22.2 g (0.193 
mole) of thiophosgene and 5.0 g (0.036 mole) of potas 
sium carbonate in 50 ml of water and 150 ml of chloro 
form yielded 3.8 g of (2-diethylaminopyridin-5-yl) iso 
thiocyanate as a solid. The nmr spectrum was consistent 
with the proposed structure. 

Step D 
4-(2-Diethylaminopyridin-5-yl)-2-methyl-3-thi 

osemicarbazide 

Following procedures similar to those employed in 
Step A of Example 2, the reaction of 3.5 g (0.017 mole) 
of (Z-diethyl-aminopyridin-5-yl) isothiocyanate with 
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0.86 (0.0l9 mole) of methylhydrazine in 150 ml of etha 
nol yielded 2.5 g of 4-(2-diethylaminopyridin-5-yl)-2 
methyl-3-thiosemicarbazide as a solid, mp 147°-149° C. 
The nmr spectrum was consistent with the proposed 
structure. 

Step E 
4-(2-Diethylaminopyridin-S-yl)-3-tri?uoromethyl-4,5 

dihydro-l-methyl-l,2,4~triazol-5(lH)-thione 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 2.25 g (0.00890 
mole) of 4~(2-diethylaminopyridin-5-y1)-2-methyl-3-thi 
osemicarbazide with 1.9 g (0.0089 mole) of tri?uoroace 
tic anhydride in 200 ml of toluene yielded 1.3 g of 4-(2 
diethylaminopyridin-5¢yl)-3-tri?uoromethyl-4,5-dihy 
dro-l-methyl-l,2,4-triazol-5(1H)-thione as a solid, mp 
96°—98° C., Compound 182 of Table 1. The nmr and ’ 
mass spectra were consistent with the proposed struc 
ture. 

EXAMPLE l4 

4-(4-BROMO-2-METHYLPHENYL)-3-TRI 
FLUOROMETHYL-4,S-DIHYDRO- 1 -METHYL 

l,2,4-TRIAZOL-5(lH)-ONE 
Step A 

4-(4-Bromo-2-methylphenyl)-2-methyl-3-semicarbazide 
Following procedures similar to those employed in 

Step A of Example 2, the reaction of 10.0 g (0.0472 
mole) of 4-bromo-2-methylphenyl isocyanate with 2.17 
g (0.0472 mole) of methylhydrazine in 150 ml of tetra 
hydrofuran yielded 7.36 g of 4-(4-bromo-2-methyl 
phenyl)-2-methyl-3-semicarbazide as a solid, mp. 
127°—l28° C. The nmr spectrum was consistent with the 
proposed structure. 

Step B 
4-(4-Bromo-2-methylpheny1)-3-tri?uoromethyl-4,5 

dihydro-l-methyl-1,2,4-triazol-5(lH)-one 
Following procedures similar to those employed in 

Step B of Example 3, the reaction of 0.06 g (0.274 mole) 
of 4-(4-bromo-2-methylphenyl)-2-methyl-3-semicarba 
zide with 5.75 g (0.0274 mole) of tri?uoroacetic anhy 
dride in 100 ml of toluene yielded 4.6 g of 4-(4-bromo-2 
methylphenyl)-3-tri?uoromethyl-4,S-dihydro-1-methyl 
1,2,4-triazol-5(lH)-one as a solid, mp 80°—83° C., Com 
pound 198 of Table l. The nmr spectrum was consistent 
with the proposed structure. 

Representative compounds of the invention are set 
forth in Table 1. Identifying properties for these com 
pounds are found in Table 2. The compounds are identi 
?ed in Table 2 by numbers which correspond to the 
Compound Numbers assigned in Table l. 
The substituted-phenyl-l,2,4-triazol-5(lH)-thiones 

and -ones disclosed herein are useful for controlling 
undesired plant growth. To demonstrate this activity, 
representative compounds underwent pre- and post 
emergence evaluations using.a variety of broadleaf and 
grasseous crops and weeds. The results of these evalua 
tions are shown in Tables 3 and 4. The compounds are 
identified in Tables 3 and 4 by numbers which corre 
spond to the Compound Numbers assigned in Table l. 
The plant test species used in demonstrating the herbi 
cidal activity of this invention included cotton (Gossyp 
ium hirsutum var. Stoneville), soybean (Glycine max 
var. Williams), lima bean (Phaseolus Iunalus L.), ?eld 
corn (Zea mays var. Agway 425x or PN3732), rice 
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(Oryza sativa var. Labelle), wheat (Triticum aestivium 
var. Wheaton), ?eld bindweed (Convolvulus arvensis), 
morningglory (Ipomoea Iacunosa or Ipomoea hederacea) 
(reported as “Gloryspp” in Tables 3 and 4), velvetleaf 
(Abutilon theophrasti) (reported as “Velvetlf” in Tables 
3 and 4), wild oat (Avenafatua), barnyardgrass (Echino 
chIoa crus-galli) (reported as “Barnydgr” in Tables 3 
and 4), green foxtail (Setaria viridz's) (reported as “Fox 
green” in Tables 3 and 4), johnsongrass (Sorghum hale 
pense) (reported as “Johngr” in Tables 3 and 4), tomato 
(Lycolpersicon esculentum), and wild mustard (Brassica 
kaber) (reported as “Mustwild” in Tables 3 and 4). 
To prepare a stock solution for testing, 0.48 gram of 

a compound of the invention was weighed into a ?ask 
and then dissolved in 60 ml of an aqueous acetone solu 
tion (waterzacetone, 50:50) containing 0.5% (v/v) of 
sorbitan monolaurate emulsi?er/solubilizer. Upon dis 
solution, the 60 ml solution was divided into two 30 ml 
portions, each portion being equivalent to 8.0 kg/ha 
when sprayed onto four 15 cm><25 crn test ?ats. One 30 
ml portion was set aside for future use. The second 
portion was diluted with an additional 30 ml of the 
aqueous acetone/ emulsi?er solution to provide 60 ml of 
a-4.0 kg/ha solution. A 30 ml portion of this solution 
was diluted in the same manner as described above to 
provide 60 ml of a 2.0 kg/ha solution. Successive serial 
dilutions were made to provide test solutions for the 
remaining application rates. The test ?ats consisted of 
disposable ?ber ?ats, 8 cmX 15 cm X25 cm, which were 
?lled to a depth of approximately 6.5 cm with steam 
sterilized sandy loam soil. The soil was leveled and 
impressed with a template to provide evenly spaced 
furrows 13 cm long and 0.5 cm deep in each ?at. Seeds 
of the crops or weeds -were planted in the furrows, one 
species per furrow, and the template was again em 
ployed to ?rmly press the seeds into place. A topping 
soil of equal portions of sand and sandy loam soil was 
placed uniformly on top of each ?at to a depth of ap 
proximately 0.5 cm. 
For postemergence testing, the ?ats were planted 

with the test species 8 to 11 days prior to treatment. The 
various dilutions of the compounds of the invention 
were then sprayed directly onto the soil surface of the 
two preemergence t-est ?ats, on the foliage of the two 
postemergence test ?ats. The treated ?ats were main 
tained in a greenhouse for two weeks prior to evalua 
tion for herbicidal activity. 

Herbicidal data at application rates equivalent to 8.0 
kilograms/hectare (kg/ha) and/or submultiples thereof, 
i.e., 4.0 kg/ha and 2.0 kg/ha, are given for various com 
pounds of the invention in Table 3 (preemergence ac 
tivity)-and Table 4 (postemergence activity). In some 
instances in Tables 3 and 4, the data is reported as per 
cent kill (% K), and in other instances, the data is re 
ported in the Tables as percent control (% C). 

Percent kill, as reported in Tables 3 and 4, denotes the 
percentage of plants killed following application of the 
compounds of the invention. 

Percent control, as also reported in Tables 3 and 4, is 
determined by a method similar to the 0 to 100 rating 
system disclosed in “Research Methods in Weed Sci 
ence”, 2nd ed., B. Truelove, ed., Southern Weed Sci 
ence society, Auburn university, Auburn, Alabama, 
1977. The rating system is as follows: 
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Herbicide Rating System 
Rating Description 
Percent of Main Crop Weed 
Control Categories Description Description 

0 No effect No crop No weed 
reduction control 
or injury 

10 Slight dis- Very poor weed 
coloration control 
or stunting 

20 Slight Some dis- Poor weed 
effect coloration, control 

stunting or 
stand loss 

30 Crop injury Poor to de? 
more pronounced cient weed 
but not lasting control 

40 Moderate injury, De?cient weed 
crop usually control 
recovers 

50 Moderate Crop injury De?cient to 
effect more lasting, moderate weed 

recovery doubt- control 

60 Lmting crop Moderate weed 
injury, no control 
recovery 

70 Heavy injury and Control some 
stand loss what less than 

satisfactory 
80 Severe Crop nearly des- Satisfactory 

troyed, a few to good weed 
survivors control 

90 Only occasional Very good to 
live plants left excellent 

control 
100 Complete Complete crop Complete weed 

effect destruction destruction 

In Tables 3 and 4, no entry means that the compounds 
were not tested against the particular plant species. 
Compounds 25, 120, 121, 202, and 203 were not tested 

in pre- or postemergence evaluations (Tables 3 and 4) 
due to insuf?cient quantities of test compound. 
For use in herbicidal applications, the active com 

pounds may be, if desired, formulated into herbicidal 
compositions by admixture in herbicidally effective 
amounts with adjuvants and carriers normally em 
ployed in the art for facilitating the dispersion of active 
ingredients for the particular utility desired, recogniz 
ing the fact that the formulation and mode of applica 
tion of a toxicant may affect the activity of the material 
in a given application. Thus, for agricultural use, the 
present herbicidal compounds may be formulated as 
granules of relatively large particle size, as water-solu 
ble or water-dispersible granules, as powdery dusts, as 
wettable powders, as emulsi?able concentrates, as solu 
tions, or as any of several other known types of formula 
tions, depending on the desired mode of application. 
These herbicidal compositions may be applied either 

as water-diluted sprays, or dusts, or granules to the 
areas in which suppression of vegetation is desired. 
These formulations may contain as little as 0.1% to 
0.2% or 0.5% to as much as 95% or more by weight of 
active ingredient. 

Dusts are free ?owing admixtures of the active ingre 
dient with ?nely divided solids such as talc, natural 
clays, kieselguhr, ?ours such as walnut shell and cotton 
seed ?ours, and other organic and inorganic solids 
which act as dispersants and carriers for the toxicant; 
these ?nely divided solids have an average particle size 
of less than about 50 microns. A typical dust formula 



5,310,724 
31 

tion useful herein is one containing 1.0 part or less of the 
herbicidal compound and 99.0 parts of talc. 

Wettable powders, also useful formulations for both 
pre- and posternergence herbicides, are in the form of 
?nely divided particles which disperse readily in water 
or other dispersant. The wettable powder is ultimately 
applied to the soil either as a dry dust or as an emulsion 
in water or other liquid. Typical carriers for wettable 
powders include Fuller’s earth, kaolin clays, silicas, and 
other highly absorbent, readily wet inorganic diluents. 
Wettable powders normally are prepared to contain 
about 5-80% of active ingredient, depending on the 
absorbency of the carrier, and usually also contain a 
small amount of a wetting, dispersing or emulsifying 
agent to facilitate dispersion. For example, a useful 
wettable powder formulation contains 80.8 parts of the 
herbicidal compound, 17.9 parts of Palmetto clay, and 
1.0 part of sodium lignosulfonate and 0.3 part of sulfo 
nated aliphatic polyester as wetting agents. Other possi 
ble wettable powder formulations are: 

Component: % by Wt. 

Active ingredient 40.00 
Sodium lig'nosulfonate 20.00 
Attapulgite clay 40.00 
Total 100.00 
Active ingredient 90.00 
Dioctyl sodium sulfosuccinate 0.10 
Synthetic ?ne silica 9.90 
Total 100.00 
Active ingredient 20.00 
Sodium alkylnaphthalenesulfonate 4.00 
Sodium lignosulfonate 4.00 
Low viscosity methyl cellulose 3.00 
Attapulgite clay 69.00 
Total 100.00 
Active ingredient 25.00 
Base: 75.00 

96% hydrated aluminum magnesium silicate 
2% powdered sodium lignosulfonate 
2% powdered anionic sodium alkyl 
naphthalenesulfonate 
Total 100.00 

Frequently, additional wetting agent and/0r oil will 
be added to the tank-mix for posternergence application 
to facilitate dispersion on the foliage and absorption by 
the plant. 

Other useful formulations for herbicidal applications 
are emulsi?able concentrates (ECs) which are homoge 
neous liquid or paste compositions dispersible in water 
or other dispersant, and may consist entirely of the 
herbicidal compound and a liquid or solid emulsifying 
agent, or may also contain a liquid carrier, such as xy 
lene, heavy aromatic naphthas, isophorone, or other 
non-volatile organic solvent. For herbicidal application 
these concentrates are dispersed in water or other liquid 
carrier, and normally applied as a spray to the area to be 
treated. The percentage by weight of the essential ac 
tive ingredient may vary according to the manner in 
which the composition is to be applied, but in general 
comprises 0.5 to 95% of active ingredient by weight of 
the herbicidal composition. 
The following are examples of emulsi?able contrate 

formulations which may be used in herbicidal applica 
tions: 

Component: % by Wt. 

Active ingredient 53.01 
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32 
-continued 

Component: % by Wt. 

Blend of alkylnaphthalenesulfonate 6.00 
and polyoxyethylene ethers 
Epoxidized soybean oil 1.00 
Xylene __32L 
Total 100.00 
Active ingredient 10.00 
Blend of alkylnaphthalenesulfonate 4.00 
and polyoxyethylene ethers 
Xylene 86.00 
Total 100.00 

Flowable formulations are similar to ECs except that 
the active ingredient is suspended in a liquid carrier, 
generally water. Flowables, like ECs, may include a 
small amount of a surfactant, and contain active ingredi 
ent in the range of 0.5 to 95%, frequently from 10 to 
50%, by weight of the composition. For application, 
?owables may be diluted in water or other liquid vehi 
cle, and are normally applied as a spray to the area to be 
treated. 
The following are examples of ?owable formulations 

which may be used in herbicidal applications: 

Component: % by Wt. 

Active ingredient 46.00 
Colloidal magnesium aluminum silicate 0.40 
Sodium alkylnaphthalenesulfonate 2.00 
Paraformaldehyde 0.10 
Water 40.70 
Propylene glycol 7.50 
Acetylenic alcohols 2.50 
Xanthan gum 0.80 
Total 100.00 
Active ingredient 45.00 
Water 48.50 
Puri?ed smectite clay 2.00 
Xanthan gum 0.50 
Sodium alkylnaphthalenesulfonate 1.00 
Acetylenic alcohols ‘ 3.00 

Total 100.00 

Typical wetting, dispersing or emulsifying agents 
used in agricultural formulations include, but are not 
limited to, the alkyl and alkylaryl sulfonates and sulfates 
and their sodium salts; alkylaryl polyether alcohols; 
sulfated higher alcohols; polyethylene oxides; sulfo 
_nated animal and vegetable oils; sulfonated petroleum 
oils; fatty acid esters of polyhydric alcohols and the 
ethylene oxide addition products of such esters; and the 
addition product of long-chain mercaptans and ethylene 
oxide. Many other types of useful surface-active agents 
are available in commerce. The surface-active agent, 
when used, normally comprises from 1 to 15% by 
weight of the composition. 

Other useful formulations include simple solutions or 
suspensions of the active ingredient in a relatively non 
volatile solvent such as water, corn oil, kerosene, prop 
ylene glycol, or other suitable solvents. The following 
illustrate speci?c suspensions which may be useful in 
herbicidal applications. 

% by Wt. 

9mm 
Active ingredient 25.00 
Polyoxyethylene sorbitol hexaoleate 5.00 
Highly aliphatic hydrocarbon oil 70.00 
Total 100.00 
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% by Wt. 

Active ingredient 40.00 
Polyacrylic acid thickener 0.30 
Dodecylphenol polyethylene glycol ether 0.50 
Disodium phosphate 1.00 
Monosodium phosphate 0.50 
Polyvinyl alcohol 1.00 
Water 56.70 

Total 100.00 

Other useful formulations for herbicidal applications 
include simple solutions of the active ingredient in a 
solvent in which it is completely soluble at the desired 
concentration, such as acetone, alkylated naphthalenes, 
xylene, or other organic solvents. Granular formula 
tions, wherein the toxicant is carried on relatively 
coarse particles, are of particular utility for aerial distri 
bution or for penetration of cover crop canopy. Pressur 
ized sprays, typically aerosols wherein the active ingre 
dient is dispersed in ?nely divided form as a result of 
vaporization of a low boiling dispersant solvent carrier, 
such as the Freon TM ?uorinated hydrocarbons, may 
also be used. Water-soluble or water dispersible gran 
‘ules are also useful formulations for herbicidal applica 
tion of the present compounds. Such granular formula 
tions are free-?owing, non-dusty, and readily water-sol 
uble or water-miscible. The soluble or dispersible gran 
ular formulations described in US. Pat No. 3,920,442 
are useful herein with the present herbicidal com 
pounds. In use by the farmer on the ?eld, the granular 
formulations, emulsi?able concentrates, ?owable con 
centrates, solutions, etc., may be diluted with water to 
give a concentration of active ingredient in the range of 
say 0.1% or 0.2% to 1.5% or 2%. 

In addition, the active herbicidal compounds of this 
invention may be formulated and/ or applied with insec 
ticides, fungicides, nematicides, plant growth regula 
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be used as effective soil sterilants as well as selective 
herbicides in agriculture. In applying an active com 
pound of this invention, whether formulated alone or 
with other agricultural chemicals, an effective amount 
and concentration of the active compound is of course 
employed; the amount may be as low as, e.g., about 1 to 
about 50 g/ha, preferably about 4 to 30 g/ha. For ?eld 
use, where there are losses of herbicide, higher applica 
tion rates (e.g., four times the rates mentioned above) 
may be employed. 
The active herbicidal compounds of this invention 

may be used in combination with other herbicides, e.g., 
they may be mixed with, for example, an equal or larger 
amount of a known herbicide such as chloroacetanilide 
herbicides such as 2-chloro-N-(2,6-diethylphenyl)-N 
(methoxymethyDacetamide (alachlor), Z-chloro-N-(Z 
ethyl-6-methylphenyl-N-(Z-methoxy-l-methylethyl 
)acetamide (metolachlor), and N-chloroacetyl-N-(2,6 
diethylphenyl)glycine (diethatyl-ethyl) benzothiadiazi 
none herbicides such as 3-(1-methylethyl)-(lH)-2,l, 
3-benzothiadiazin-4-(3H)-one-2,2-dioxide (bentazon); 
triazine herbicides such as é-chloro-N-ethyl-N-(l 
methylethyl)-1,3,5-triazine-2,4-diamine (atrazine), and 
2-[4-chloro-6-(ethylamino)-1,3,5-triazin-2-yl) amino-2 
rnethylpropanenitrile (cyanazine); dinitroaniline herbi 
cides such as 2,6-dinitro~N,N-dipropyl-4~(tri 
?uoromethyl) benzeneamine (tri?uralin); aryl urea her 
bicides such as N'-(3,4-dichlorophenyl)-N,N-dime 
thylurea (diuron) and N,N-dimethyl-N'-[3-(trifluorome 
thyl)phenylurea (?uo-meturon); and 2-[(2-chloro 
phenyDmethyl-4,4-dimethyl-3-isoxazolidinone. 
As will be apparent to those skilled in the art, various 

modi?cations may be made in the formulations and 
application of the compounds of this invention without 
departing from the inventive concepts herein as de?ned 
in the claims. 

Tables 1 through 4 follow. These Tables set forth 
representative compounds of the invention and identify 
various properties thereof, including the herbicidal util 

tors, fertilizers, or other agricultural chemicals and may 40 ity of these compounds. 

TABLE 1 

NOVEL 4-(SUBSTITUTED ARYL)-4,S-DIHYDRO 
l,2,4-TRlAZOL-5(l H)'THIONES 

No. R R1 R2 R3 R4 R5 R6 

1 H CH3 H H Cl H H 
2 CH3 CH3 H H Cl H H 
3 CH3 CH2C6l-l5 H H Cl H H 
4 CCl3 CH3 H H C] H H 
5 CF3 CH3 H H H H H 
e CF3 CH3 F H H H H 
7 CF3 CH3 H F H H H 
8 CF3 CH3 H H F H H 
9 CH3 CH3 Cl H H H H 
10 CF3 CH3 H C] H H H 
11 CF3 CH3 H H Cl H H 
12 CH3 CH3 Br H H H H 
13 CF3 CH3 H Br H H H 
14 CH3 CH3 H H Br H H 
15 CF3 CH3 H I H H H 
16 CF3 CH3 CH3 H H H H 
17 CF3 CH3 H CH3 H H H 
is CF3 CH3 H H CH3 H H 






























